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Trt the r.lfims: 

please amend clatos 2, 3, and 1 5 as follows: 

pulmonary disorder, a coronary disorder, a met me subject _ a 

•, j ™- vasculitis comprising admuustermb tu UiW J 

asktoiisordet. a nad disorder, or vascul.m. P ^ 

rherapearieally effective amoani of a neutralizing, high affinity WFa anno 
TNFa-reUted disorder is treated. 

posing spondyUUs, asthma, cmornc ob— P™ ^ ^ „ 

*-v •« ,tpF> restenosis, diabetes, anemia, pain, a Crohn s aisea> 
patau^y fibrosa (1PF) — , ^ 

u * Vi a ffir,itv anti-TNFg antibody, such that said TNFa-relatea 

disorder is treated. 

. A roeTh od of ucating a TNFa-related disorder in a subject, 

dermatomyosms, drug reactions, edema in ou^ 

fev- Fe rys syndrom fibrosis, g lo m erulone P britide S (e.g. post-sueptococcal 

fevers, telty syn 1ooscni n g of prostheses, microscope polyangnti*, 

elornerulonephritis or IgA nephropathy), loosening or pro u 

giorocru. , cancer and cachexia, mulupie organ 

.i^ino oolvchondritis, rheumatic heart disease, sarcoidosis 
pyoderma gangrenosum, relapsmgpolycnonori aW TAAA> TNF receptor 

Losing cholangitis, stroke, thoracoabdominal aortic aneurysm repair (TAAA), TNF ep 
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asS ocU.e4 peno*c sy^me (TRAPS), symptom <M » VeUow Feve, 

diseases ^ta.cd whh rhe ear, chrome ear 
mflanunarory g | ^ m| , ^ n ^ w 1 

inflarorealion. Ill Mill mi ul lan Li nn nn i iimm u ~ 

£ZT«-~~« aisoroe, juvenile *— uvems, S c,a„ea. 

jZm ehoro-d*, ^ S — ' f 

^ri^o,.^^ 

^^^^ *, - 

treated- 

lsolatt o M -body, or . ami.en-Maain* portfon .hereof, M fro,, hunran 

TNFa with a K4 of 1 x 10~ 8 M or .e* — » ' °"* * ! « ^ 

~ neutralizes human TNFa cytotoxicity in a 
determined by surface plasmon resonance, and neutralizes numan 

standard in yitro L929 assay with an IC 50 of 1 x 10* M or less. 

5 (Original) The method of any one of claims 1, 2, or 3, .herein the anubody is an 
isolated human antibody, or an antigen-bindmg portion thereof with the folding 
characteristics: 

8 ) dissociates from human TNf a with a K of f rate constant of 1 x 10-3 s -l or less, as 

determined by surface plasmon resonance; 

h) has a light chain CDR3 domain comprising the amino add sequence of SEQ ID NO. 

3 or modified from SEQ ID NO. 3 by a single alanine substitution at position 1. 4 5, 7 or or 
by one to fwe conservative amino acid substitutions at positions 1, 3, 4, 6, 7, 8 and/or 

c) has a heavy chain CDR3 domain comprising the amino acid sequence of SEQ ID NO. 

4 or modified from SEQ ID NO: 4 by a stngle alanme substitution at position 2, 3. 4 5 6 8 9 
10 or 1 1 or by one to five conservative ammo acid substitutions at positions 2, 3, 4, 5, 6, 8, % 10, 



11 and/or 12. 



6 (Original) The method of any one of claims 1. 2, or 3, wherem the antibody is an 
isolated human antibody, or an antigen-binding portion thereof, with a light chain viable 



4 
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rt f *FO ID NO.l and a heavy chain variable 

re8i on CBCVR) comprising the ammo acid q 

„ , . . 0 „~ wherein the antibody is D2E7. 

7. (Or**..) ^meU wl of W oneofc 1 a,n 1 s..2.or 3 .»h«c 

,w of rreatinn a subject suffer** from a TOfa-«lated disorder, 

8 . (Orisioa.) A method of treaty a J «— • 

herein the TW«— «— * S ^ ft ° m *V2L diseaa: tC OPD). idropadnc 

spondylitis, asthma, chronic <*«*.« TT!^, disease-related disorder, 
„ • mo^ stenosis diabetes, anemia, pain, a Crohn * 

pulmonary ftbrosts O"*""^,^, c vilus int echom psoriasis. psori.de ^n, 

3 s 4orle S s.b»wdeter»unedbysurfacepU „ of 1 x 1 0' 7 M or less, such that said 

cytotoxicity in a standard in virro L929 assay «>th an 1C,„ of 
TNFot-related disorder is Treated- 

«^r,o from a TNFa-related disorder, 
^ . . a mei hod of treating a subject suffering from a l rsr a 

puhnonary fibrosis ^ psort „ is , pS o ri adc anhrid, 

dis M ciatesfrornhn»anWFa«i.>t^rT™«^ t '>« 1 x 10 

determined b, surface plasmon resonance; JDNO 
hi baa a light chain CDR3 domain comprismft rhe amino acrd sequen 

1 SFO ID NO 3 by a simile alanine substitution at postnon 1. 4, 5, 7 or 8 or 
3, or modified from SEQIO no. any a a 8«nd/or9; 
„; one to five conservative amino acid subsdtutions at posmons ,. 3. 4. 6. 7. and/ 
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> km a heavy chain CDR3 domain comprising the amino acid semience of SEQ ID NO: 
IT* fr^m SEQ 10 NO: 4 by a single alanine substitution at position 2, 3, 4. 5 6 8 9 
4, or modified from SEQ ID N » substiwions at positions 2, 3, 4, 5, 6, 8, 9, 10. 

lOorUorbyonetofiveconservanveaminoacidsubstitun ns p 

j 1 and/or 12, such that said TNFa-related disorder is Treated. 

/n . [nan A lue , h od of treating a subject suffering fro. a TNFa-related Render 
10. (Original) me * » lo ^ g spondylitis, asthma, chrome 

saected&om rrdr^ 

heparins C ^ ^ ^ a ^ ^ibody, or an antigen-bmdmg 

^TtTaTrchl variable reg ion (LCVR) comprising the amino acid seance 
fragmem thereof. Wl th a hght cham vana b he ^ 

of SEQ ID NO: 1 and a heavy chain variable regtou (HC VR) comprismg 
sequence of SEQ ID NO: 2, such that said TNFa-related disorder is treated- 

u . t Origi»a» 1 *^«^~«^™«*^*™ aM - 
or antigen binding fragment thereof, is D2E7. 

* i • o o Arid wherein the TN Fa antibody 
p (Original) The method of any one otclaims 8. 9, or 10, where* tne 

^administered with at least one additional therapeufic agent. 

, 3 (Original) A method of treating* subject suffering from a TNFa-related disorder 
13. (Ongmau f », Wa disease ankylosing spondylitis, asthma, chrome 

selected from the group consulting of Behcet s disease, anKy » ^ 

/rvwm idiooathic pulmonary fibrosis (1PF), restenosis, 
obstructive pulmonary disease (COPD). idtopatmc pumi ' 

• • * Twin's disease-related disorder, juvenile rheumatoid arthritis (JKA), a 
rKaheies anemia, pam, a Cronn s aiseaac j.u*»v - . , , . 

C virus L*» P-** »—* ~ - """ * ^ "* 

said TNFa-related disorder is treated. 

,4. f0*M0 Theme, t oaofc.a i „n.vvhe reto D2E7 iSad m i n to ercdwi tt , a .le a s.o M 
additional therapeutic agent. 



6 



PAGE 9/11 * RCVD AT 4(1612004 6:44:13 PM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-1/3 * DNIS:87293Q6 * CSID:61 77424214 ' DURATION (mm-ss):03-26 



Apr-16-04 17:48 



Frora-LAHIVE & COCKFIELD, LLP 



6177424214 



T-765 P. 10/11 F-10B 



Application No.: 10/622932 



Docket No.: BPM 87 



a-a\ A kit comprising: 
15 . (Currently amended) fa ^ody, or an antigen btndmg 

a) a pharmaceutical common 
portion thereof, and a P han»aceu«c-lly ^"^^^ 

. . The Wt of ctfm 15, W*n*i <he TWa-rcUted disorder selected from the 

l6 . (OrMP»*» The tot of U ^ 

group consisting of Behcet s d lS eas . restcn o S is, diabetes, anemia, 

nain a Crohn's disease-related chsoTOeT,juvcm 

binding portion thereof, is D2E7. 
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